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The Honotabk Onin Hatch 
Cbainnan 
Committa on the Judicisry 
Unilcd Smtw Senate 
Washin@on. DC. 20510-6275 

DmrMr. Chairman: 

Tlumk you for the 1~ of July 42004, cen~fduin~ follow-up quutio~ for tbc Food and 
Dnrg Administration @‘DA or the Agency) hmm tic June 23.2004, hosuing entitkd, “‘I% 
Law of Biologic Mcdkioc.” We bpvc mstatcd your questiom below with our rcsporuc for 
the record. 

Questions frvm Smmtor Orrio G. Retch 

To Or. Crewford 

1. Please comment on frede mcreta, end soy other maJor feetars that Ml be 
discuasioe PoInh oe hm? to rcgulete follow-oa pratdas, eepecielty cdnridsrlng 
bvues of sdtty and effectlveaes~ of tlttut produclc, 
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rppltcction, or ts the cgeaEypaly relying on tbc anet findtng of safe@ and 
cffectivenms for the earltcr approvcl? Or is tt both? 

Under the 505(b)(2) approval m,e&C$sm, FDA may approve a new drug application (NDA) 
by relying on the hdimg of cc&y and oi%otivcness for tbc Eerlicr npprovcl. 

3. Doer the Fi?A coaclder tbcre to be P dtsd~ctIo4 bctwcca rdtenee on c @or 
ftnding of ufcty end off~tlvccms and relic~cc on tbrusdcrlying propriacary 
dcti tbot snpporteai (be fladtng of rcfoty end effccdvcncm. Is Core c lcgctty 
Prgnttlcanl tkitx?r0nec? 

When FDA approves a SOS@jC2) applicadoo U&r nlios on the Agency’s prcvions lindhg of 
safety and effectiveness for a dmg prodkt, it does w) to the samosrtcot ~a is contam&tcd by 
the abbrwiatcd new drug Cpplioation (AMIA) approval procesrc. $ThCt is, QC applicant 
swkmg approval fbr the new produot most abow that its proposed prodwt is suf%ihtly 
simiQr 10 the approved product to bt able to rely on the conolmions tfk s%goncy has mcdc 
rcgcrding lbe approved product’s saf& and cffcctivawrs. 7%~ Agency’s finding ofaafety 
and effccti<CnCas is, of course, b~scd DR studies conducted by the apenmr. However, C 
subseqwnt ANDA or SQS(b)(Z) appkht do@ noI rely on the ctudy dote dira%ty, but sather 
on whatwet f&in@ IV3A has alnady made about that data to auppnt C drug appri~val. This 
is important bccausc the data in an MX4 may go well beyond what wCs ne&&o ~uppoti the 
tcrlicr approval. Tbcrcforc, FDA hca dctcnnimd tbehat dsre isa IegcIiy Jgnificsnt distinction 
between reliance on a prior finding of &nfc%y and ctroCtivtneas~~ relicnw on tbe und&yiug 
proprietary data that supportai the tiudihg of safety aml effcctavuws. 

4. As you mcnttoacd lo your tc$moay, the egcncy tr prohtbtted ‘from dtcclmdng 
trade rcoret crud ~ntidoiM& Mformctlon to the public. Whet gutdeuce dam 
FDA proMe to its modiecl review staff w&h respectto tho aced to brotect socb 
tnformntioo fromdtrelocurc? &the rcvtew atcff permitted to reM%‘for 
exainple, nWnufacturlng cpcctfketronr In one spoasw’s mcrhotlng 4pplicction 
bcforeprovfdfng commentd 04 aouther cppllurnt’s mamtfact~tfng epo~lfintloas~ 

All staff, including medical review @z&f, crc smsitizod to th& ablig&n to protwt aadc 
secret and GOnfidCntinl i%m%Mr~ciai h@ormction fkom incpproj.Yi8tc diccltaue, A31 new 
employees are wiwd ewly in theb ~m@oyment on this obl&ctkXI c@ ” roqoircd to 
8CknOWkd8C it ia writihg. ThC &WC,’ pericdiCa!#y rCmi& St&Of &c BWd 10 Safeguard 
prorected ioformatioo. 

For examp?~, FDA’s Center for Drug,Evaluation and R~scarch.r~vi~wem who work oo NDAs, 
iachtditig cppkctions’c6vered by section 505(b)(2) oftbe Act; tare npprked of&5OliCicS 
rdwam to lheir reviavs. Rcviewwg are xlvised, far example, that thqwm nty on prior 
Agency findings of safely and efihtivenaw for approved drugs in hewing gurnic drug 
applicationi% This r&awe is, hmv~, dbttincl from Ucing spaitic dptp own& by oat 
cponcor, which underlies c prior Agcocy &Ming, to 611 a “gcp” in cnotbcr sponsor’s 
applicntirm~tbat n~@s to be filled in o&r for the appliitioC to bc approwd. Wepn?h~Mt thC 
lattet type of nliawe u&s authori2Cd by the relevant SponSor, Consistent With ltte above, 
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porposcs tiot related to unau&otiwd “&p’i&g,” i&&g iTi scwntio~suvh a8 the an* )rou 
describe. (In f&or, revie~era am sutncdmcs unavddably wlLIcjous of i~formetion in s p&r 
spplicatioti, even witbout physically &naufting the bpplicntion, simply IkeWe they r&At t&e 
infonnaion from havihg workdan’th~ ark mviow.) 

To Dr. Crowford *nd Mr. m  

The FDA boo prmqissl o guidonctqt~ument for onapprovel process for ulollow on 
blolo#m”aby FaM, 2004. In addltb&ta addresriag the bkai&tal, me&co] end teokakaf 
aspets ofpr~duclhg generic eqaivaiwts, Wll the dd~atnw~~ addms tba l&gal issam~ 
asswlated~with (s.) tbe~reguk3ttodof~ioktgka,updor the Rood&nrp BMf Corm&c Act 
rind the Public H,&&li Servfce Act; (b.) how both of tbme fitw~.mt~t~t apptrtr, *follow on 
biologka”; and (c,) reeommendutlrilr far chnogn, toeacb oftbac‘lo~s? 

No. Tim draft guidance that FDA will prcpsm is cat cxpcctcdfo ad&es6 kg& itsuns; it is 
intaded trj address the sejcnce oifvllaw.onproteim. 

Quesrbns’from Senator Charlea E. Scbomer 

1. 1 MB&I of tkb year Dr. MarkMcUolhm, then Ceptm&sioner of the FDA, said 
%e do believe the rciemx tiay be odeqbrtt now to pro@4 on re+wol reittttvoly 
simple blolqjlc6 @et wore ixpproved os ND.&& and &en@ nre &&g&to I&&b- 
Warman bwU It was my uattcmtnnding tlml the IfDA plaaaed ?o iuuo draft 
guidance ibhts mnnmer to cl&t& FDA** ctirtcnt tkt&fnS DII thin &me emt to iny 
out~tkc 8ebmtitte paramttters rOkmud to the creotIotiof Mowae?&&@?u Now 
it sterns this gtddmnce ta be.tagdeloye& I uadentand yo~:plen to b&l e pwblff 
syqmsIumfira~but tbet lllm”tapected to tokeptplra~ntli tbef&l. F&A&r 
tremendon8?&&lt experttao bore, and you h8ve Hi&you bovothc autbortty to 
approve fol&m+on veticlar of prodscta rugulat@ as drugs under reettrm 505 of 
tb8 +d, Drpg &C~~muW~‘dot @??& C Art), Wo may not bqobio to nppmncb 
thlr with a onc-sfie-mt-& sob$ton. @the- sclwce oadt&re@stqry petbway 
IFS both there for aeme produetr, wbrt b the meso& for tbf d&a@ %Vby ttor 
&YW gnideaco #tow, based QD FDA’s own lelentlflC ~owl&d~o~boso$ad go,t the 
dls~rslon gelng, M  that wewn st least begin to W&W fotwwd on tbc products 
we do know somstbbq about? 

FDA shows your de&o to ac&mtn,thc diarapsion on thisjopio, and it is predsely our 
commitmeat to foster+ a moan&&i pnblio dircussioo that boa rkivtm out ontloiperwt 
s&edule. Since the June 23,2@M, Judiciary CkuuiniW iam&& wo WE furrher sc&tifmd 
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our plans. FDA wilt bold a two part workshop exploring soieatcc is+socs r&tiugto fallow-on 
proteius: tbc first will be tt pblic me&g Sneariy fkll utwb@ the Agbrtcy will solicit pub& 
input on the oumcrous scientiftc,@uesrclating M  follow-on proteins fregardlcss of tbcir legal 
tapprowl mechardsm~ the second peti is a &spob&rud wodr&p v&h th8 Dmg krformation 
ASSOCGU~Q~~ that will sdiit Ihe vi&s ofMpSrt8 in spub~ic‘fmum, Wq jhc t%st-chauging 
state of the science and tlte precedmtmtting nature of the questions presented, PDA desires 
to make the anticipated scieutific gufdmce as accurate es possible, rind we nce&tbe public 
discussion to make this happen. There may well be ccrtaiu ‘Watively simple” protcius for 
which it is apprepriate to proceed with some form of follow-on, However, because the issnas 
raised by these relatively simple produots else implicate momcomplex pmducts, PDA 
bulievus it makes sense to proceed with the but&It of public and expert itqmt. 

2. Kn 1996, qd In an Upd~Wdversion hrtmd in 2003, *eBBA brrued ~tittnc.c 
w&h nilewed braad campaPilcs who have made mamnbc&rin~ cjmrigas to show 
tbelr new ptednct Is wcompSwrbJe* to the one thei W~orJgJrmJJy upproved. 
DonV these documents p~&&o good framework for how a ~eoetJc cornprny 
adgbt be sbis to do Jbe same? Doesn’t tbs guidnnce rJuw- xt tJw very Jcaet- that 
IV8 rcJenUfJc9Uy pwJble to BkOW %ompsrbbWy”? 

Tlw 1996 guidance documeut is anti&d, “FDA Ooidancc tincnmittg Destmnstmtiott of 
Comparability of Human Biologicai Products, IttcMing I’%etapotttic Wte&tmlo@Xxivcd 
Pmducts.“~ This gujdm@ docmnent liar not b&u updated. FDA has &so&J m&vent 
guidance concerning comperability~~ols. FDA issued the 1996 g&&cc to &dross ,thc 
situ&u in which P sin& matmfkctu~ makes changes to its qwn mtmufactu&zg pmccssnd 
must demonstntte comparability bchvcuu the “old” and@ “ncw”pr&&s, For gcientifit 
and legal rtwons FDA ltmited the g#idanco to a single mmmfaamp. ‘II& guidance 
document coulQ in theory, provide B stattlng point for developing B scieittific framework to 
demonstrate comparability bcbveeu two products Born two-d&‘er&ttcomptmies. The getter& 
~ncepf of comparability may be applicable ti fol)ow-on biologics’if a &bcr of additional 
factors urc takuo into acc&mt, as outlined below: 

1) To demonstrate comparsbility between D commnciaUya~ilebIe innovetor produet 
nod a follow+n product, Ihe Mow-on manufaauCr would rtc& to dctcimine whether 
or not the fonmdatiou of tbc ‘imtovator’s product conrains componmts tWwould 
intmfcxe with 8 thorough analysis oftho cbaraotet%ti~of that psodu&s nctive 
ingradient. In such cases, the iunovator’s active ingroditmt woufdncad to bc. purified 
away from the Intetfering subsbmces, withottt &c&g the-qualities oftbe activu 
iugrrdient, prior to being sttbjbct-to a thorough characterization. 

2) Some bioteohnology products nm more complex than -; fat the most corn+, 
the detfdis of how tba mankfqtwing procw is per&arm@ ten Jmvc e &J&ant (end, 
in som,cmca, UnpmdIctsMej lmpsct on *product’3 s$Qmor~ticQs, Tburcforc, 
initial forays into the worid offollow-on biologics will be most rucceasfttl for those 
who work with relatively dim& proteins (e.g., highly pi&&d pmteins-that are not 
complex mixtures of vtuiaots). 



68 

Page S -The Jionombie Onin Hatch 

3) The innovatv company may We a very specific, prdp+tary assay me&ad fbet it 
uses to evnluatc tke potency ofit8 prodncr. The foJlo++on muoufactmw wonJd need 
to develop ik own aemy !I%?& to ccmpara it5 pro&t to tke itmavato~‘e. h would 
also need to etkm tlmt dtc4 assay me6md used for Wtico~ and for routine 
product quality tosting is r&vats to tbc cJJnicf+J activity of lfrc-poduot. 

3. DM the FDA eondud a wJtJmpread public symposium p&r to JwuJng the &itJol 
draft of the $996 comprraJzlJJty gwldenm for broad eo~~panioe~ 

The concept of bioobe&eJ comperablJity wm publicly d&used at public fomms ench es 
scientifx meetings sod conferences prior to iaeuing t& &aJt. \$%A did,not k&J a pub& 
syrnposiutp prior to issUing cbe draft 1996 CompambiSty ouidpnce, to 0W knowledge, 

4. FDA has statedpublicty UW certr~ia )IlateehnoJogy pmdncJ&for trempk.Bammi 
Growth Hormoue, meybe approved beeed on JimJtod cMceJrtadia I ouo aoJy amame 
rhn~ FDA’s wylng thk Jodlcatee tJmt the Agency beJJevw lhk~& badoac wtoh so BJ- 
effect on the pubJJe bealtb. fi t+t the ~4~47 Does the &euey etJJJ bdkve Me, sod-lleo, 
why hnr the Agency chosen to deJej%soabce of Le 8cientJiJc ~~uldencc wJtJrb might #Joe% 
out tbia posltton? 

As you indicate, we contimxo to beJ+ve that mlicatiots for lmman gmwth ~o&oac (hOJi) 
can be npprwcd based on Ime cJinicn1 data tJom would be req@red for other poduote whose 
clinical effects are not as well &e&sod. We are dekying the iesu~se of a ecientitk 
guidance (wbicb will be applioeblc t6 tkapoutic proteiua an&peptidm bey&d just bGn) 
because additional time is no&e4 to pmpnm the guidaoce. In substa&iJ part. adelay is 
necessary he4wse we we mmtnkt4d to 4nsming that3 &II pub% discmm4 k&s place bcforr; 
the guiday4 is compl4teted We beJkvo tbet engegiag in an opendiscussionbfor4 
proceeding with tbc guidaocs is oritipal given the complexity of irieocs end con~~ctvy 
surtmtndii our work on this doeonaent. 
wolkshop this tall. 

Ai you have noted, be ere oonv&kg n pub& 
We will solicitpublic input onkoy s&.ntificissuurdu~~g”,$hie workshop. 

The faJl work&p will be followed by a second scio~Mc warWop.i~~oarIy 20@5, T;O he& 
enhance the discussion at thesecond workshop, we will issue a conaept pepor in advetk&Jmt 
is based oo out eomddemtion of the fiublic input WC nceive d&g the f&J ses&m. We 
bdieve this multi-etep pubJic pmces will bzst one that OUI guidance is mbost lad 
eddnsses aU putinent issues. 

5. Solho have nrpd that it 11 sat posc&Je to &en&e t&at two bJoJogJm,ore 
%terebangeabk~. Hawevor& JD nty anderstaadJqJ &et thrSlL4 Uready irae 
seir experknco making rueb I determJnntJon. &#JfkeJJy, tbupeoJmge ~oeest 
for a bep&tJUs-B veodnq IengerJx~B, dederJbn rtodfar whkh Judbrti that 
Engerk-B, wJdcb fr yeutdqrhraa, la brt#ehrngeabk tvJtb o!Jter m#?ttiect$rore’ 
plmmr-BerJved vsednm. Roy did the FDA make tbc det&ttJamtton that t&e 
vacckw were k factiatoreJtr~gcabk? oh whet rcleoce did $‘DA hue tb 
rpproval of thJe rtatemerM Did the Agency require the edJnpnaJm to tJo 
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adpitlonal tents? What frem thtr npertwct tstrauaferabl~ w the datermfnstioa 
of ilntetdoSnptabiItty of folb+owbbdogks7 Dcedt t&i er;tton by the FDA 
eb+rly bdlcata timt s&nod axtats M allow for sir&r ddmnlhtioaa for other 
fCUrn~lY ptodwts? 

It is true that the packngc insert for Br18etix-B contains e subsaaion, in the Clinical 
Phammcology section, eoncemiq t$c vaccina’s intcrcbang*i&y Mtb other hepatitis B 
vmines. This subseotion states mat, based on tn vifro sad d vivD arudies, “it should be 
possible cd intercbaage the we ofErige&s ahd plasma-&xiv& ve~ittes @ut a& 
CONTWDICATIONS).” HowVw, as dssn”bcbbclow, iitterchangeabilky in tbii 
vaccine context is largely based on entibody r@mase, aed is thus separata end distinct Gram 
any notion of demonstrating ~8m6nass Wweao tWow~cm thaapcutlc protein products. 

Serum sntibodics q#nsCtbe surfsct protein of tb@epatitis B virus Qbe hepotitis B sorfaee 
antigtigcn, abbreviated as WBaAg”) aresa waif-accepted cozrelate of bw proteotion qainst 
hepatitis Bdisease; there is geaeral a&aetnam dial 10 milli-lnroraptonal u&a&L (mIWr&) 
of such an&bodies are protective. Cmtly, there are two~bepatitis B vuccinmh.uac in tbc 
United Statr+ Reeombivax %I3 from Msrck and Eager&B fmm Cilaxo Smith Kline @SK). 
Ekcb is a recommbmant DNA-prcduced venion.of ~JN HbsAg bM %oombiit veccioes sn 
produced in yeast. 
formulations. 

Aftbosgh tb$lw, there aw diffkmes in the vac&x end vacdine 
For example, the Merck vscoine is formalWy$ie-treated @qs tnodifyr~g the 

HbsAg pro&in), wbemas the 0% v@bte is not Tbe pediatiic dose (far dhildmtt born 3 
mothers who arc not positive to the EiBaAg) of Ratqbivrix Z&t, &txtingd ona 61, and 6 
months schedule {Le., tba second and third doses ate adminim at one and six iabntbs, 
respaiveiy, atIer the tir6 dose), is S’p8; tba pediatric doa of’Enge&-B, admkdstered on the 
rume schedule, is IO pg. 

Both vacciws sre compemble in sem-convetsion mr~to the IOmPJskaL level: csseotially 
100 psrcent for he&by infaots and in exuws of 95 percent &rhea&y edoMeMs and young 
adub (-e 40 years oPage);tbwe is ~.aSe&pertdeat waning afvaocineraspotW t&at is 
observed v#t’botb vaccines. ‘Ibe a?&ody res@rlsas that aHse+~% with the tWo vaccines are 
highly similar in nature (not just in Ievel)Wimt w dit%enWi were seen betwaan them and 
rlw Previously ficeosed ph+sma-derived bcpatitis I3 vnaiw. Bothvaecitzes demonstrated 
clinical cffiescy, among other things, in prevent@ diecase In e~natee born TV hepatitis t3 
infected motbws. 

Both recombinant vaccines demonstmtcd interchangeability Wi?h the then-lb2eMed pIasp 
d&cd vaoeine (dm plasma&rived vaecineis no longer rnao@e, bav%n~ beon repbieti. 
by the reco~binanr JX$k derived vaccines). This im&hatt&&Bity was evjdglced by the 
simllw mmim oftha antibody rwpoew te UW. rqecttve veeci+s (see P. Wr+ser et ab, 
Pmtgmi. l&d 1,6S (Suppl Z), 83 ~91 (1987): of, West, OJ;: Calandm, 0.B.: V6eeine 
inducedhnmunalogic memory for bepa&% B a&ace antigeo; implications Esn policy on 
b008c.t vaccination, Yacchre, 14(11):. FOt94%?7,1996. Ekpiai, &A.; Ellis, R,W.; Miller, 
W.J,; McAkar, W.J.; Scokdek, EM. and Gerety, RJ.: Ptedecti~n sad i&o~mb&ai 
analysis of recombiasnt hepatitis B vaccine, j. otfln&ctior~, 13Wp. A): 3-9, L986; Brown, 
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SE.; Stanley, C.; Howard, CR.; $Mermao, A.J.; S&wax& M.W.: Antibody ~pomx~ to 
recombinant and pksma de&cd bepatI$ B vaccInas, Rrir. Mwl. J., 292: 159461, (1986)). 
in an additional olInicaI study (L.M. Bush et al.. EvaIuation~~inItiat&g a‘hepatitis B 
vaccination schcdnIe with *DO yamim and completing it witli aaothq Yueoine, 9,807 - 809 
(1991)). it wp &own WI Eugdrix-3 contd be nml I@ co** a conmcor irtumw&ol? 
b+n~ wiih Recotnbiiax HE (smologiti rcspoosca to twe doses of Recombi~ax HB fotkwod 
by one dose of BngcrIx-B were rin+tr to Ike doJer of Rccokbivax NB). 

In summary, the l iomm of each vaccine WBB separately based on (I) cIinicaI stwdics of 
dlicacy against a disarm snd-point a&d (2) very high rates ofscW~crsion in W&UC 
recipients to a wcll-cstablisbed eon&c of immunky (Lc, anti-hepatitis I3 surtacc a&gcn 
mum antibody levels in cxccss off DmIUJmL). The given into&angoabllities of the 
vaccines, which am limited (vido m&a), weru based oo cliakxd smdiu In human vaccine 
recipients demoostra~og that -pan&e antibody reapoascs Ivwr acbi~cd. The 
iotcrcbangeabitity that is altowed is limit@ to those instances that wore shvJi& cIinicaIly; for 
cxampie, EngcrIx-B may not be used ktercbangcabiy with Rcoombivax HB for ths 
accckated adalment aobedule. 

6. IS It the case that, In the intaiwt of pnbllc he&h, tbc FDA bar migned ccNia 
tbtrapeuttc protelus to be isvtmed ondar tha NDA route In the FIMK! Act as 
opposed tc) m&r the I?LA route lt~ the Fubffc Eklu, Ser~lcs Act @ImA)? 
Doesn’t PDA have the abIUty to select &a legal mahrrrism tmder wblcb a 
product wNI be spprovad, aken tt fr In tbc Mwtst of tba pubUc be&b? Are 
there my Umttntlana OR thb aufhor&y? If ro, whnt am they? 

Whuthcr B particular approval nateM- is %I thu interest of public ho&IF is not tbc 
standard that FDA uses in detum@g bow a product wIlI L mgulattd: ratbar, since our 
approyal ciuthority dtrIvm t?0m stawts that dctaminath is madt by redbmcu to mmt0ry 
language and definitions, If a produel fits the deffnitron of a biowc under aootion 351(i) of 
the Pobiic’lieaItb Services Act, if is regulated u&g a biologio lioeosc agpl&atioo Q&A). lf 
a product does not fit tbc dsfuritlon in the Public Health Sti$es Aa, its inteadod rise will 
nonctheleas make it a drug; subjucrlo regukioo u&k% an NUA (or iu some oasco, a device, 
subjcot to hgulaiion under tkc device autborItie& You sre ootict that because of tba 
interpmtation of the definitioo ia’thr PobIic H@tb ScrvII Aei, there are a timitod number of 
protein products rag&&d as drugs under section $05 of the IW&C Act, These mcltie 
prodwts mch as bmlin and homao &owth hormooes. 

7. 1 have heard &urn indunby stnwces that for ccrtalt~ dasscs for wldcb FDA has 
sppruvod mtdtipts rlmflar biologks, t&e Agency has been Bbls to reffue tbe 
clbdcal requlretueah for *ppfieuUr tiler the fti b&hi: the enre? 

It is commoo to rofioe cIiiicaI m@remfmB after some experimcc with pmduUs in a class. 
‘Ibis phonompllon is not Iiiitcd jnDt tobiologics. FDA frequtmtIy teams tbIoga t%om the tinr 
product applications in a class thst can bcIp m&e study design issuts &r~uhseqwut 
pmdnote, citkf in terms of safety or eftioacy. 
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For instun~~, pm sod post approval (or k%xuUm) expcriancc witi a pmdwm as well as 
increased knowledge about the di$caae or umdition that a product is intcndcd to tmat, may aid 
in r&nit18 sub$eqoeot dini~fd studieSwith SimikUpdUCtS, &tcb ioformetioo might, fop 
example, Isad to the est&li&unent ofsmmgated such 89 a ~orrclavr of proteodoWi?%t oan 
sobsquently be oaed as the basis for !kolonsmrting-e@Gacy fm prDduct kcrIse?c ot 
approval. Similarly, iofmmetiotl Akit safety problems encoamtQwi witb members of 8 
class may lead To the riced for cpe&c safety monitoring dming clinical t&Is of new membti 
of the class. 

QuteIon from Scmor Joseph R Wea, Jr. 

Te Dr. Crawford 

1. Many bIolo&3 ace qw&e Co~apk~ rind are used to trWt very $p~ci@ced , 
spgntent~ of &e popuhtlat~ These win pot be so+aUed ybluqkbusttr” 
producb, Da flu think th@ SOmd b$lq.ics ltttd @iC&$ve# mot-f? to %8QW 
otP versloxu thsn othenl How do $WI tblok%ve sbettld d!?fd.ritb mar+ 
e~mptcs bfologlu thal may be mare dUYkult to re@rrteF Wbstt about 
pmductr tbnt arS akl~ tu “sorphra &rugs” only alined at a limited gmup of 
patients? 

pmtcins vwy in complexity. Many highly sophiticat#l mt@Wl tmrbods hevt been 
developed $cxmitting more uccorate ~bai’aGtG&etion ofcomplex prote&s, and 66 sde%i% 
improves, more DdvanccS Rae be e%peGted. In gem&, some ~eios Gk& ltnd tbciarckS 
more tq “fdUow-on* veisiona than o&us. Largtr, mom compkci (kg., withvaryiag degmes 
ofpost4tawlatiooal modifications or consisting of multiple sub-unite) an more ii iSYEGult to 
evaluate and hundlc than smaller, lms ~ompfa moltculos 

while market d-d is k&y to d&e developmult of follow-on pmd%ta, knkd use 
products may only have am manuf@Surer. Cbpban designation is uvaileblo for products 
regolated under a BLA. 


